Sirolimus plus gemcitabine: a new therapeutic combination for resistant sarcomas?
Sarcomas are a rare family of heterogeneous tumors of mesenchymal origin characterized by their bad prognosis. In addition, limited active therapeutic options are available. The cytotoxic drug gemcitabine and the inhibition of the mTOR pathway have demonstrated modest activity in sarcomas as monotherapy. However, preclinical data suggest that the combination of both treatments results in enhanced antitumor activity. In vitro and in vivo experiments with the mTOR inhibitor sirolimus plus gemcitabine showed dramatic results in preclinical models of sarcoma. Moreover, a Phase I study demonstrated the favorable toxicity profile of the combination in patients with advanced solid tumors. Therefore, treatment with sirolimus plus gemcitabine deserves further investigation in sarcomas.